ults localise the MJD locus in these families to an 11 cM interval flanked by the markers D14S68 and AFM343vfl. In addition we show that this 11 cM interval maps within the 15cM interval containing the SCA3 locus, suggesting that these diseases are ailelic. (JMed Genet 1995; 32:25-31) Machado Joseph disease (MJD) is an inherited neurodegenerative disorder which primarily affects the motor system.' It shows an autosomal dominant pattern of transmission and a mean age of onset of 37-4 years (SD 14-1). Pathologically, there is neuronal loss in the dentate nucleus of the cerebellum as well as progressive loss of neurones and gliosis in the substantia nigra and basis pontis. In minutes followed by 30 cycles of denaturing for one second at 94°C and then one minute at 92°C, annealing for 45 seconds at temperatures ranging from 52°C to 57°C depending on the primer pairs, and elongation for one minute at 72°C followed by a final extension of five minutes at 72°C and then cooling of the product to 4°C. DNA fragments were resolved on 5% or 6% polyacrylamide denaturing sequence gels for varying lengths of time depending on the size of the DNA fragment. Gels were dried and exposed to x ray film for three days.
Linkage between the MJD locus and the chromosome 14 markers was analysed by the computer program LIPED30 using an age at onset correction function3' which assumed a normal distribution with a mean of 37-4 (SD 14-1),9 autosomal dominant transmission of MJD, and mutant allele frequency of 0-0005. Allele frequencies for the markers were calculated from genotype analysis of a sample of 30 spouses of family members.
The genetic map of chromosome 14 used to position the MJD locus ( fig 1) fig 3A and B which depict different branches of the largest pedigree, MJD-B1. Fig 3A shows recombination of the chromosome inherited from the affected mother below the marker D14S256 in both subjects 24 and 86. In fig 3B, subject 538 (whose DNA has not been obtained) appears to have only inherited that portion of the chromosome from her affected parent below the marker D14S68. This can be inferred since her affected daughter, subject 98, only inherited this portion ofthe "affected" chromosome from her. In addition, her affected son, subject 540 (whose DNA has also not been obtained), has also inherited this portion of the "affected" chromosome as inferred from his affected daughter, subject 65. Thus, from these persons, the MJD gene can be localised to that interval below D14S68 and above AFM343vfl, a genetic distance of approximately 11 cM. There are, however, a number of persons who inherit LO, this region of chromosome 14 from their affected parent but who are at present asymptomatic. These persons are below the mean age 25 
